Case reports Case 1 Case II-1 is a 71 year old housewife. Since the age of 61 years she had complained of an ill-defined sensation of pulling and tearing in the distal lower extremities while falling asleep, usually relieved by movements although, on occasion, she had to get up and walk for a few minutes. She would sleep for only a few hours because of the difficulty in falling asleep and the frequent awakenings. Neurological examination at that time was normal. At the age of 65 years, she noticed the onset of diurnal burning pain and swarming paraesthesiae on the anterolateral aspect of the legs distal to the knee. Two years later this continuous burning sensation also involved her feet and hands. Four years later electrophysiological studies including NCS and concentric NEE were consistent with a severe sensorimotor peripheral neuropathy (table) . SSR were absent. A polysomnography confirmed the presence of NM. She was treated with clonazepam 1 mg Hs which considerably relieved the RLS; however, the medication was discontinued one year later because of increased muscle weakness and the symptoms of RLS recurred. At the age of 71 years she became bedridden and, on neurological examination, she had marked predominantly distal muscle atrophy, distal limb anaesthesia, faecal and urinary incontinence, and episodes of orthostatic hypotension.
Case 2 Case II-10 is a 54 year old fisherman who reported a three year history of paraesthesiae described as electric shocks or pinpricks felt as a deep sensation in the distal lower limbs while trying to fall asleep. He had to rub or move his legs and sometimes walk to get some relief. These paraesthesiae would result in several awakenings during the night. According to his wife, the patient had sudden jerks of the lower extremities while asleep. All these symptoms would also occur during daytime although only when resting. At the age of 52 years, he began complaining of diurnal superficial paraesthesiae and loss of pain and temperature sensation in the lower extremities, and burning pain in the soles of his feet. A year later, he reported a difficulty in maintaining an erection and a few episodes of faecal and urinary incontinence. Clinical examination and electrophysiological studies confirmed the presence of a mixed sensorimotor peripheral neuropathy (table) . SSR were present but of low amplitude. A polysomnographic study was obtained at the age of 54 years. He was treated with clonazepam 1 mg Hs which relieved the symptoms associated with RLS. The latter recurred each time he withdrew from the treatment.
Case 3 Case II-2 is a 69 year old housewife who had been complaining of a sensation of "tightening" deep in the legs and ankles. She described it as "something biting my bones", and this caused her some difficulty in falling asleep. Movements or rubbing of the legs gave her a temporary relief. At the age of 66 years, a neurological examination and electrophysiological studies including NCS, NEE and SSR were completely normal. Treatment with clonazepam 1 mg Hs, started shortly following a polysomnograph, completely relieved her symptoms (to date medication is still effective). At age 68 years (30 months after the onset of RLS), she noticed the onset of diurnal pain, paraesthesiae and loss of sensation on the lateral part of the legs. Neurological examination revealed definite signs of a peripheral neuropathy and NCS showed slightly reduced nerve conduction velocities (table) . SSR were present but of low amplitude.
Case 4 Case II-6 is a 63 year old fisherman with a past medical history of diabetes mellitus, diagnosed at the age of 55, and wellcontrolled by an oral hypoglycaemic agent. When first seen at the age of 60, he was asymptomatic and his neurological examination and electrophysiological studies including SSR were normal. One year later he began to complain of deep paraesthesiae in his legs and feet with a feeling of constriction and warmth appearing about 30 minutes after falling asleep. To obtain relief, he needed to move or rub his legs continuously. A repeat electrophysiological testing was normal. To our knowledge, an association between RLS-NM and FAP has not been previously reported although a case of RLS associated with sporadic amyloid neuropathy has been described. 14 Evidence suggests a close, not casual, pathogenetic relationship between FAP and RLS-NM. First, no member of the present family without FAP complained of RLS. There was a definite time sequence between the symptom-free period, RLS-NM and polyneuropathy. RLS was the first symptom to '17 In our patients, clonazepam 1 mg in a single bedtime dose led to a marked benefit with complete relief of RLS symptoms. Clonazepam had to be withdrawn in two patients because of daytime drowsiness and muscle weakness. However, the two patients still under treatment continue to benefit from the medication in spite of the evolution of the disease.
The origin and physiopathology of RLS and NM are still largely hypothetical. 6 However, in some cases, RLS-NM may be associated with an early peripheral nervous system involvement such as seen in our patients with FAP. In view of this, patients with apparently idiopathic, late onset RLS should be thoroughly investigated to discover a possible underlying cause, particularly if there is a family history.
Since the completion of our study, all five members of two additional families with late onset FAP were found to have RLS early in the course of the disease followed by clinical, pathological, and electrophysiological evidence of polyneuropathy. All patients also had a marked improvement in the symptoms of RLS on clonazepam.
